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AB The title fused heterocyclic derivs . represented by the following general 
formula (I) [ring A = a five -member ed cyclic unsatd. hydrocarbon or 
f ive-membered heteroaryl; RA = halo, cyano, N02, each (un) substituted 
lower alkyl, lower alkenyl, lower alkynyl, alkylsulf onyl , or 
alkylsulf inyl, hydroxyiminomethyl , tetrazolyl, OW1, SW1, COW1, C02W1, 
NHCOW1, NHCONW2W3, NW2W3 , CONW1W2 , S02NW2W; W1-W3 = H or (un) substituted 
lower alkyl; or NW2W3 forms (un) substituted cyclic amino; m = an integer 
of 0-3; ring B - aryl or heteroaryl 1; RB = halo, cyano, (un) substituted 
lower alkyl, OW4, COW4, C02W4 , CONW5W6 ; W4-W6 = H, (un) substituted lower 
alkyl; or NW5W6 forms (un) substituted cyclic amino; El = O, S, N-CN; E2 = 
O, NH; U = a single bond, (un) substituted lower alkylene; X = Y, CO-Y, 
S02-Y, S-L-Y, CO-L-Y, C02-L-Y, SO-L-Y, S02-L-Y, S-Z, O-Z, C02-Z; L = 
(un) substituted lower alkylene; Y = Z, NW7W8 ; W7, W8 = H, (un) substituted 
lower alkyl, Z; or NW7W8 forms (un) substituted cyclic amino; Z = 
optionally fused cycloalkyl, heterocycloalkyl , aryl, or heteroaryl] or 
prodrugs or pharmacol . acceptable salts thereof or hydrates or solvates 
thereof are prepared These compds . are antagonists of gonadotropin 
releasing hormone (GnRH) also called as LH releasing hormone (LHRH) and 
are useful as (1) drugs for the prevention and/or treatment of sex 
hormone -dependent diseases, (2) reproduction regulators, (3) contraceptives, 
(4) fertility drugs, or (5) drugs for preventing recurrence of sex 
hormone -dependent cancer after surgery. The sex hormone -dependent 
diseases include uterus fibroma, true precocious puberty, amenorrhea, 
premenstrual syndrome, dysmenorrhea, polycystic ovarian syndrome, lupus 
erythematosus, hypertrichosis, dwarfism, sleep disorder, acne, alopecia, 
Alzheimer's disease, sterility, irritable bowel syndrome, prostate 
cancer, uterus cancer, ovarian cancer, breast cancer, and 
pituitary gland tumor. Thus, a suspension of 4 -aminothiophene- 3 , 4 - 
dicarboxylic acid di-Me ester hydrochloride and Et3N in THF was treated 
with a solution of triphosgene in THF, stirred at 60° for 1 h, 
filtered, and concentrated, dissolved in THF, treated with a solution of 

2- chloro-5- ( 3 , 4 -dihydro-2H-quinolin- 1-ylsulf onyl ) aniline and 

4- dimethylaminopyridine inn THF, and stirred at 60° for 2 h to give 

5- Methoxycarbonyl-3- [2-chloro-5- [ (3 , 4-dihydro-2H-quinolin- 1- 

yl) sulf onyl] phenyl] thieno [3 , 4-d] pyrimidine-2 , 4 (1H, 3H) -dione (II) . A solution 
of II in MeOH/THF was stirred with LiOH.H20 at 60° overnight, 
acidified with 1 M aqueous HC1 solution, and filtered to give 
5-carboxy-3- [2-chloro-5- [ ( 3 , 4 -dihydro-2H-quinolin- 1- 

yl) sulf onyl] phenyl] thieno [3, 4-d] pyrimidine-2 , 4 (1H, 3H) -dione (III) . Ill 
showed IC50 of 2 nM against human GnRHRl . 
IT 50-07-7, Mitomycin C 50-18-0, Cyclophosphamide 51-21-8, 5-Fluorouracil 
59-05-2, Methotrexate 566-48-3, Formestane 3778-73-2, 

3- (2-Chloroethyl) -2- [ (2-chloroethyl) amino] tetrahydro-2H-l , 3,2- 
oxazaphosphorine-2-oxide 15663-27-1, Cisplatin 25316-40-9, Adriamycin 
33069-62-4, Paclitaxel 33515-09-2, Gonadorelin 34661-75-1, Urapidil 
57773-63-4, Triptorelin 57773-65-6, Deslorelin 57982-77-1, Buserelin 
61012-19-9, Lecirelin 65271-80-9, Mitoxantrone 65807-02-5, Goserelin 
68247-85-8, Peplomycin 74381-53-6, Leuprorelin acetate 74578-38-4, UFT 
76712-82-8, Histrelin . 76932-56-4, Nafarelin 98319-26-7, Finasteride 
102676-47-1, Fadrozole 106133-20-4, Tamsulosin 112568-12-4, Iturelix 
112809-51-5, Letrozole 114977-28-5, Docetaxel 115575-11-6, Liarozole 
120287-85-6, Cetrorelix 120511-73-1, Anastrozole 124904-93-4, 
Ganirelix 140703-49-7, Meterelin 144743-92-0, Teverelix 160970-54-7, 



Silodosin 164656-23-9, Dutasteride 183552-38-7, Abarelix 
214766-78-6, Degarelix 295350-45-7 , Ozarelix 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(coadministration drug; Fused heterocyclic derivative, medicinal composition 
containing the same, and medicinal use thereof) 
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BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN, 






CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, GE, 






GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, LK, 






LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NI, 


NO, NZ, 






OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 


TJ, TM, 






TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


YU, 


ZA, 


ZM, 


ZW 






RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, BY, 






KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, ES, 






FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


RO, 


SE, 


SI, 


SK, TR, 






BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, TG 


AU 


2003287950 




Al 




20040423 




AU 2003- 


287950 




20030926 


BR 


2003014546 




A 




20050809 




BR 2003- 


14546 




20030926 


EP 


1565160 






A2 




20050824 




EP 2003- 


779793 




20030926 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR, 


BG, 


CZ, 


EE, 


HU, 


SK 



CN 


1684703 


A 


20051019 


CN 


2003-823000 


20030926 


JP 


2006505538 


T 


20060216 


JP 


2004-540717 


20030926 


NZ 


538928 


A 


20061027 


NZ 


2003-538928 


20030926 


ZA 


2005002150 


A 


20050929 


ZA 


2005-2150 


20050315 


US 


2005282731 


Al 


20051222 


US 


2005-529203 


20050325 


NO 


2005002041 


A 


20050610 


NO 


2005-2041 


20050426 


IN 


2005KN00741 


A 


20070126 


IN 


2005-KN741 


20050427 


PRAI DE 


2002-10245525 


A 


20020927 








US 


2002-414225P 


P 


20020927 








DE 


2003-10320051 


A 


20030426 








WO 


2003-EP10732 


W 


20030926 








RE . CNT 


1 THERE ARE 


1 CITED 


REFERENCES 


AVAILABLE FOR THIS 


RECORD 



ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> d his 

(FILE 1 HOME ' ENTERED AT 09:57:38 ON 30 MAY 2007) 

FILE 'REGISTRY' ENTERED AT 09:57:53 ON 30 MAY 2007 
LI 3 S OZARELIX OR D- 63 153 

FILE 'MEDLINE, BIOSIS, CAPLUS , EMBASE, TOXCENTER ' ENTERED AT 09:58:34 ON 
30 MAY 2007 

20 S LI 

1208 S L2 AND (INORGANIC (W) SALT) OR (ACETIC (W) ACID (W) SALT) 

2 S L2 AND ((INORGANIC (W) SALT) OR (ACETIC (W) ACID (W) SALT) ) 

3 S L2 AND PROSTATE (W) CANCER 



L2 
L3 
L4 
L5 



